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                                                                                                                             Figure 1: CM24 Mechanism of Action

• Pre-clinical studies demonstrated that CM24 increases PD-L1 expression on tumor cells incubated with 
effector cells, and synergies with anti-PD1 mAb to induce a cytotoxic effect.

• We present final data from the Randomized Phase 2 study (NCT04731467), establishing Proof of Concept in 
a biomarker-enriched subgroup of advanced/metastatic PDAC patients (post-1st line therapy) treated with 
CM24 + nivolumab + Nal-IRI/5FU/LV vs. Nal-IRI/5FU/LV alone.
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Patients with advanced/metastatic PDAC (1+ lines, ≥1 lesion, ECOG 0,1,) prior treatment gemcitabine-based 

regimens; randomized 1:1 to CM24 + nivolumab + Nal-IRI/5FU/LV (experimental) or Nal-IRI/5FU/LV (control). 

Bayesian design (~30 patients) with OS as the primary endpoint; 2nd: PFS, ORR, DCR, and clinical/exploratory 

biomarkers. Pre-dose serum samples (n=30) and biopsies (n=26) analyzed for CEACAM1 and MPO (ELISA) and 

CEACAM1+ tumor cells/NETs and PD-L1 CPS (IHC: MRG1, DAKO28.8). Post-hoc analyses identified optimal 

biomarker ranges correlated with OS and PFS. Optimal biomarker range (lower and upper cutoffs) selected for 

PFS/OS benefit. 

❖ Demographics and safety 

Table 1: patients demographics and characteristics.

Table 2: The most frequent Grade ≥3 TEAEs observed in ≥2 patients

➢ A total of 31 PDAC patients were 
randomized to the 
CM24/nivo+Nal-IRI/5FU/LV study 
regimen cohort

➢ The experimental and control 
arms were balanced in most 
parameters except for BOR to 1st  
line  therapy which was higher in 
the control

➢ Higher objective response rate in experimental arm (ORR) (25% vs 6.7%)
➢ Higher disease control rate in experimental arm (DCR) (62.5% vs 46.7%)
➢ Consistent and continuous decrease in CA19-9 was observed in experimental arm vs control arm increase

• The combination of CM24, nivolumab, and Nal-IRI/5FU/LV chemotherapy was well tolerated and 

demonstrated quantitative improvement in all efficacy parameters, including OS, PFS, ORR and CA19-9, in 

previously treated PDAC patients.

• Based on post-hoc analyses - Serum CEACAM1 and MPO, a NET marker, are demonstrated as predictive 

biomarkers for CM24-based therapy, consistent with its mechanism of action in targeting CEACAM1 to 

modulate immune evasion and neutrophil extracellular trap (NET) activities.

• Results imply that both serum and tumor CEACAM1 levels are potential predictive biomarkers for CM24-

based therapy, suggesting multifaceted MoA and the crosstalk of the tumor with TME and whole body.

• Improved outcomes in patients with high tumor CEACAM1 expression and low PD-L1 CPS further support 

the mechanistic rationale of the CM24/nivolumab combination and highlight                           

its potential in limited efficacy I/O disease settings.

❖ Statistically significant efficacy in serum biomarker-enriched subgroup analysis 
Statistically significant results in patients with defined pre-treatment serum CEACAM1 or MPO levels (representing a 

subgroup of 80% of patients in the study):

❑ The selected ranges of the biomarkers may imply that tumors of patients with low levels of CEACAM1 or NETs are less 
dependent on these pathways for survival and disease progression, whereas elevated levels may signal a higher 
likelihood of resistance to the combination treatment.

➢ Subgroup analyses for 24/30 patients meeting the criteria of MPO levels 200-600 ng/mL or serum CEACAM1 
levels 6K-15K pg/mL

➢  61% reduction in risk of death (HR = 0.39, 95% CI 0.16-0.98, p 0.039) and 72% reduction in the risk of 
progression or death (HR=0.28, 95% CI 0.11-0.73, p 0.006) 

➢ Prolongation of 2.4 months in median overall survival and 2.2 months in median progression-free survival

CONCLUSIONS

❖ Response rate in experimental vs control groups

Figure 2: Change in tumor size (A) and CA 19-9 (available patients) (B).

Complementary blockade of 
CEACAM1 and PD1 signaling 

A statistically significant benefit for CM24-Nivo treatment in pts with High CEACAM1+Tumor cell H score & Low CPS

❖ Statistically Significant efficacy in a biopsy biomarker-enriched subgroup analysis 

Figure 5: Kaplan Meier curves of patients with CEACAM1+Tumor cell H score 115-275 or Serum CEACAM1 6K-15K pg/mL

❖ Statistically significant efficacy in serum/biopsy CEACAM1-enriched subgroup analysis

Figure 4: Kaplan Meier curves for patients with High CEACAM1+Tumor cell H score & Low CPS

Figure 3: Kaplan Meier curves for patients with serum CEACAM1 (5-16K pg/mL) or serum NET marker MPO (200-600 ng/mL)
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• CM24 (mAb) blocks CEACAM1, a key 
regulator of cancer progression, immune 
evasion, and metastasis. 

• Overexpression of CEACAM1 in PDAC tumor 
and TME was demonstrated.

• CEACAM1 is a component of neutrophil 
extracellular trap (NET) complex which 
contributes to tumor immune escape, 
metastasis, and cancer-associated 
thrombosis, impacting survival.

• CM24 binds to CEACAM1 on NETs, inhibiting 
NET-driven cancer cell migration and platelet 
aggregation. In PDAC patients, CM24 + 
nivolumab significantly reduced serum levels 
of the NET marker, myeloperoxidase (MPO) 
(AACR cancer metastasis, 2022).

Statistically significant results in patients with defined pre-treatment serum CEACAM1 levels demonstrated 79% 

reduction in risk of death (HR = 0.21, p 0.04) and >90% reduction in the risk of progression or death (HR < 0.1) (n=11) 

➢ 90% reduction in risk of death (HR = 0.1, 95% CI 0.01-0.89, p 0.013) and 81% reduction in the risk of progression 
or death (HR = 0.19, p 0.033) 

➢ Prolongation of 4 months in median overall survival and 2 months in median progression-free survival 

A statistically significant benefit for CM24-Nivo treatment to pts with defined pre-treatment ranges of serum CEACAM1 

or tumor CEACAM1 H score

➢ Subgroup analyses of patients meeting the criteria of CEACAM1+Tumor cell H score 115-275 or serum CEACAM1 levels 
6K-15K pg/mL

➢ 78% reduction in risk of death (HR 0.22, 95% CI 0.07-0.7, p 0.006) and 95% reduction in the risk of progression or death 
(HR 0.05, p 0.0003) 

➢ Prolongation of 3.7 months in median overall survival and 2.9 months in median progression-free survival 

CEACAM1+Tumor cell H score 115-275 or Serum CEACAM1 6K-15K pg/mL
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